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WHAT IS CLAIMED IS : 

1 . A compound of Formula I: 




5 or a pharmaceutical^ acceptable salt or stereoisomer thereof, 
wherein: 





a is 


Oor 1; 


10 


bis 


Oor 1; 




mis 


0, 1, or 2; 




n is 


0, 1, 2 or 3; 




r is 


Oor 1; 




s is 


Oor 1; 


15 


tis 


0, 1 or 2; 




uis 


0 or 1; 



Rl and R 2 are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3-C6)cycloalkyl, 
optionally substituted with one, two or three substituents selected from R7; 

20 

R3 is selected from: 

1) hydrogen; 

2) Ci-Cio alkyl; 
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C 1 -C 1 n allcvl-O-Pd 




Po-Tm fllVf^nvl n pd 


J) 


^ I L) «uJsynyi-iJ-£\>% 


g\ 
°J 


iA^l <*AJK»yienejjj^3~^8 cycioaiKyi-v^-xvA*, 


7^ 
U 




ON 

8) 


C2-C10 alkenyl-(C=0)bNRCRc , 


9) 


C2-C10 alkynyHC=0)bNRCRc', 


10) 


(Ci-C6-alkylene) n C3-C8 cycloalkyl-(C=0)bNR c R c ' , 


11) 


Ci-Ci 0 alkyl-S(O) m -Rd 


12) 


C2-C10 alkenyl- S(0) m -Rd, 


13) 


C 2 -Cl0alkynyl-S(O) m -Rd 


14) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl- S(0) m -Rd 



said alkyl, alkenyl, alkynyl and cycloalkyl are optionally substituted with one or more substituents 
selected from R6; 

15 

R4 is independently selected from: 



1) 


(C=O) a ObCi-Ci0 alkyl, 


2) 


(C=0)aObatyl, 


3) 


CO2H, 


4) 


halo, 


5) 


CN, 


6) 


OH, 


7) 


°bCl-C6 perfluoroalkyl, 


8) 


P a (C=0)bNR8R9, 


9) 


S(0)mRa 


10) 


S(0)2NR8R9, and 


11) 


-OPO(OH)2; 



said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, two or 
three substituents selected from R7; 

30 

R 5 is selected from: 

1) hydrogen; 

2) (C=O) a ObCi-Ci0 alkyl, 

3) (OO)aObaryl, 
35 4) CO2H, 
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5) halo, 

6) CN, 

7) OH, 

8) Ot>Ci-C6 perfluoroalkyl, 
5 9) O a (C=0)bNR8R9 > 

10) S(0) m Ra 

11) S(0)2NR8R9, and 

12) -OPO(OH) 2 ; 

said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, two or 
10 three substituents selected from R7; 



R° is independently selected from: 





1) 


(C=O) a ObCi-Ci0 alkyl, 




2) 


(C=0) a Obaryl, 


15 


3) 


C2-C10 alkenyl, 




4) 


C2-C10 alkynyl, 




5) 


(C=0) a Ob heterocyclyl, 




6) 


CO2H, 




7) 


halo, 


20 


8) 


CN, 




9) 


OH, 




10) 


ObCi-C6 perfluoroalkyl, 




11) 


O a (C=0)bNR8R9, 




12) 


S(0)mRa 


25 


13) 


S(0)2NR8R9, 




14) 


oxo, 




15) 


CHO, 




16) 


(N=0)R8R9, 




17) 


(C=0) a ObC3-C8 cycloalkyl, 


30 


18) 


-OPOfOHb; 



said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, two or 
three substituents selected fromR 7 ; 



R 7 is selected from: 
35 1) (C=O)rO s (Ci-Ci0)alkyl, 
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2) Oj<Ci-C3)perfluoroalkyl, 

3) oxo, 

4) OH, 

5) halo, 
5 6) CN, 

7) (C2-Cio)alkenyl, 

8) (C 2 -Cio)aIkynyl, 

9) (C=0)rO s (C3-C6)cycloalkyl, 

10) (C=O)rO s (C0-C6)alkylene-aryl, 

10 11) (C=0)rO s (Co-C6)alkylene-heterocyclyl, 

12) (C=O)rO s (C0-C6)alkylene-N(Rb)2, 

13) C(0)R a , 

14) (Co-C6)alkylene-C02R a , 

15) C(0)H, 

15 16) (C0-C6)alkylene-CO2H, and 

17) (C=0)rN(Rb)2, 

18) S(0)mRa 

19) S(0)2N(Rb) 2; ^ 

20) -OPO(OH) 2 ; 

20 said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, alkylene and heterocyclyl is optionally substituted with up 
to three substituents selected from Rb, OH, (Ci-C6)alkoxy, halogen, CO2H, CN, 0(C=0)Ci-C6 alkyl, 
oxo, NO2 and N(Rb)2; 





R8 and R9 are 


independently selected from: 


25 


1) 


H, 




2) 


(C=O)O D Ci-Ci0 alkyl, 




3) 


(C=0)ObC3-C8 cycloalkyl, 




4) 


(C=0)Obaryl, 




5) 


(C=0)Obheterocyclyl, 


30 


6) 


C1-C10 alkyl, 




7) 


aryl, 




8) 


C 2-Cl0 alkenyl, 




9) 


C2-C10 alkynyl, 




10) 


heterocyclyl, 


35 


11) 


C3-C8 cycloalkyl, 
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12) S02R a ,and . 

13) (C=0)NRb 2 , 

said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally substituted with one, two or 
three substituents selected from R7, or 

5 

R8 and R9 can be taken together with the nitrogen to which they are attached to form a monocyclic or 
bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional, heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R?; 

10 

RlO and Rl 1 are independently selected from; F and -CKfeF; 
Rl2 and Rl3 are independently selected from: H and -CH2F; 

15 R 0 * is absent or is oxo; 

R a is independently selected from: (Ci-Q>)alkyl, (C3-Q))cycloalkyl, aryl, or heterocyclyl, optionally 
substituted with one, two or three substituents selected from R7; 

20 Rb is independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl, (C3-C6)cycloalkyl, (C=0)OCi- 
C6 alkyl, (0=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, (C=0)NR e R e 'or S(0)2R a , optionally 
substituted with one, two or three substituents selected from R7; 

RCand Rc' are independently selected from: H, (Ci-C6)alkyl, aryl, NH2, OH, OR a , -(Ci-C6)alkyl-OH, - 
25 (Ci-C6)alkyl-0-(Ci-C6)alkyl, (C=0)OCi-C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, 
(C=0)NR e R e \ S(0)2R a and -(Cl-C6)alkyl-N(R b )2» wherein the alkyl is optionally substituted with one, 
two or three substituents selected from R7; or 

R c and R c * can be taken together with the nitrogen to which they are attached to form a monocyclic or 
30 bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R7; 
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Rd is selected from: H, (Ci-C6)alkyl, -(C2-C6)alkyl-OH, <Ci-C6)alkyl-0-(Ci-C6)alkyl and <Ci- 
C6)alkyl-N(R b )2» wherein the alkyl is optionally substituted with one, two or three substituents selected 
fromR7;; 

5 R e and Re' are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3-C6)cycloalkyl, 
optionally substituted with one, two or three substituents selected from R?; or 

R e and R e> can be taken together with the nitrogen to which they are attached to form a monocyclic or 
bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
10 one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R?. 



2. The compound according to Claim 1 of Formula II: 




15 or a pharmaceutical^ acceptable salt or stereoisomer thereof, 



wherein: 



a is Oorl; 

20 bis Oorl; 

mis 0, 1, or 2; 

n is 0, 1, 2 or 3; 

ris Oorl; 
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sis Oorl; 
tis Oorl; 

Rl and R2 are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3-C6)cycloalkyl, 
5 optionally substituted with one, two or three substituents selected from R?; 

R3 is selected from: 





l) 


hydrogen; 




2) 


Ci-Cio alkyl; 


10 


3) 


Ci-Cio alkyl-O-Rd 




4) 


C2-C10 alkenyl-O-Rd 




5) 


C2-C10 alkynyl-O-Rd 




6) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl-O-Rd, 




7) 


C1-C10 alkyl-(C=0)b-NRCRc', 


15 


8) 


C2-C10 alkenyHC=0)bNR c R c \ 




9) 


C2-C10 alkynyl-(C=0)bNR c Rc\ 




10) 


(Ci-C6-alkylene) n C3-C8cycloalkyl-(C=0)bNRCRC, 




11) 


Ci-C 10 alkyl-S(O) m -Rd, 




12) 


C2-C10 alkenyl- S(0) ro -Rd 


20 


13) 


C2-C10 alkynyl- S(0) m -Rd 




14) 


(Ci-C6-alkylene)nC3-C8 cycloalkyl- S(0),i-Rd, 



said alkyl, alkenyl, alkynyl and cycloalkyl are optionally substituted with one or more substituents 
selected from R6; 



25 R4 is independently selected from: 



1) 


(C=0) a ObCi-Cio alkyl, 


2) 


(C=0) a Obaryl, 


3) 


CO2H, 


4) 


halo, 


5) 


CN, 


6) 


OH, 


7) 


ObCl-C6 perfluoroalkyl, 


8) 


O a (C=0)bNR8R9, 


9) 


S(0) m Ra 


10) 


S(0)2NR8r9, 
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said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, two or 
three substituents selected from R7; 



R 5 is selected from: 



1) 


hydrogen; 


2) 


(C=O) a ObCi-Ci0 alkyl, 


3) 


(C=0) a Obaryl, 


4) 


CO2H, 


5) 


halo, 


6) 


CN, 


7) 


OH, 


8) 


ObCl-C6 perfluoroalkyl, 


9) 


O a (C=0)bNR8R9, 


10) 


S(0)mRa 


11) 


S(0)2NR8r9, and 


12) 


-OPO(OH) 2 ; 



said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, two or 
three substituents selected fromR?; 



20 R6 is independently selected from: 





1) 


(C=O) a ObCi-Ci0 alkyl, 




. 2) 


(C=0) a Obaryl, 




3) 


Cz-ClO alkenyl, 




4) 


C2-C1O alkynyl, 


25 


5) 


(C=0) a Ob heterocyclyl, 




6) 


CO2H, 




7) 


halo, 




8) 


CN, 




9) 


OH, 


30 


10) 


ObCi-C6 perfluoroalkyl, 




ID 


O a (C=0)bNR8R9 




12) 


S(0)mRa 




13) 


S(0)2NR8r9, 




14) 


oxo, 


35 


15) 


CHO, 
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16) (N=0)R 8 R 9 , 

17) (C=0) a ObC3-C8 cycloalkyl, and 

18) -OPO(OH) 2 ; 

said alkyl, aryl, alkenyl, alkynyl, heterocyclyl, and cycloalkyl optionally substituted with one, two or 
5 three substituents selected from R7; 

R? is selected from: 





1 \ 
1) 






2) 


i -C3 JpeniuoroaiKy 1, 


10 


3) 


oxo, 




4) 


OH, 




5) 


halo, 




6) 


CN, 




7) 


(C2-Cl0)alkenyl, 


15 


8) 


(C2-Cl0)alkynyl, 




9) 


(C=0)rO s (C3-C6)cycloalkyl, 




10) 


■ (C=0) r O s (Co-C6)alkylene-aryl, 




11) 


(C=0)rOs(Co-C6)alkylene-heterocyclyl, 




12) 


(C=O)rO s (C0-C6)alkylene-N(Rb)2, 


20 


13) 


C(0)R a , 




14) 


(C0-C6)alkylene-CO2R a , 




15) 


C(0)H, 




16) 


(Co-C6)alkylene-C02H, 




17) 


C(0)N(Rb)2, 


25 


18) 


SCO^a, 




19) 


S(0)2N(R b )2; and 




20) 


-OPO(OH)2; 



said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, alkylene and heterocyclyl is optionally substituted with up 
to three substituents selected from Rb, OH, (Ci-C6)alkoxy, halogen, CO2H, CN, 0(C=0)Ci-C6 alkyl, 
30 oxo, NO2 and N(Rb)2; 

R8 and R9 are independently selected from: 

1) H, 

2) (C=O)ObCi-Ci0 alkyl, 

35 3) (C=0)ObC3-C8 cycloalkyl, 
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4) 


/r^_rY\fYkarvl, 


5) 


/r* i^\rVLVif»tf*l*OCVClvl» 


6) 




7) 


aryl, 


8) 


C2-C10 alkenyl, 


9) 


C2-C10 alkynyl, 


10) 


heterocyclyl, 


ID 


C3-C8 cycloalkyl, 


12) 


S02R a » an d 


13) 


(00)NR b 2> 



10 ^^z^^^^^^ or 

three substituents selected firomR 7 , or 

15 ttoyoUc wi* 3-7 — - * - -J - * ^OC* or oioyCic 

one or two addioonal heteroatoms selected from N, O and o, s 
option* anbstitnted « one, ,wo or tbre* substituents so.co.ed from , 

RlO is selected from: F and -CH2F; 

20 rr a r*UnV orovided that if t is 1, R 13 is H; 

R 13 is selected from: H and -CH2F, provmeu ui 

R ox is absent or is oxo; 

„ * . Ci OOalkyl (C 3 -C 6 )cycloallcyl, aryl, or heterocyclyl, optionally 
25 R* is independently selected from: (Ci-Q>)alkyl, ^3 W 

substituted with one, two or three substituents selected fromR ; 

w fC i^alkyl,aryl,heterocyclyl,(C 3 -C6)cycloalkyl,(C=0)OCi- 

30 substimtedwimon^twoorthreesubstituentsselectedfromRV; 

, W rci^alkyl, aryl, NH 2 , OH, OR*, <Ci-C6)alkyl-OH, - 
RCandRC are independently selected from: H, (C =0)aryl, (C=0)heterocyclyl, 

(C=0)NR e R e > S(0)2R a and -<Ci-C6)alKyi J»t* //> 
35 two or three substituents selected fromR?; or 
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Rc and Rc' can be taken together with the nitrogen to which they are attached to form a monocyclic or 
bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R7; 

Rd is selected from H, (Ci-C6)alkyl, -(C2-C6)alkyl-OH, <Ci-C6)alkyl-0-(Ci-C6)alkyl and -(Ci- 
C6)alkyl-N(R b )2» wherein the alkyl is optionally substituted with one, two or three substituents selected 
from R7;; 

Re and Re* are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3-C6)cycloalkyl, 
optionally substituted with one, two or three substituents selected from R7; or 

Re and R e ' can be taken together with the nitrogen to which they are attached to form a monocyclic or 
bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R7. 

3. The compound according to Claim 2 of the Formula HI: 




-145- 



WO 2005/019206 



PCT7US2004/026012 



wherein: 

a is Oorl; 
bis Oorl; 
5 mis 0,1, or 2; 
n is 0, 1 or 2; 
r is 0 or 1; 
s is 0 or 1; 

10 Rl and R2 are independently selected from: H, (Ci-C6)alkyl, aryl and (C3-C6)cycloalkyl, optionally 
substituted with one, two or three substituents selected from R?; 

R4 is independently selected from: 
1) halo, 
15 2) OH, 

3) ObCl-C6 perfluoroalkyl, 

R5 is selected from: 

1) hydrogen, 
20 2) halo, 

3) OH, 

4) ObC 1-C6 perfluoroalkyl, 

R7 is selected from: 

25 1) (C=O) r O s (Ci-Ci0)alkyl, 

2) Or(Ci-C3)perfluoroalkyl, 

3) oxo, 

4) OH, 

5) halo, 
30 6) CN, 

7) (C2-Cio)alkenyl, 

8) (C2-Cl0)alkynyl, 

9) (C=0)rO s (C3-C6)cycloalkyl, 

10) (&0)rOs(Co-C6)alkylene-aryl, 

35 11) (0^))rOs(Co-C6)alkylene-heterocyclyl, 
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12) 


(C=0)rOs(Co-C6)alkylene-N(R b )2. 


13) 


C(0)R a , 


14) 


(Co-C6)alkylene-C02R a , 


15) 


C(0)H, 


16) 


(C0-C6)alkylene-CO2H, and 


17) 


C(0)N(Rb) 2 , 


18) 


S(0) m Ra and 


19) 


S(0)2N(Rb) 2 ; 



said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, alkylene and heterocyclyl is optionally substituted with up 
10 to three substituents selected from Rb OH, (Ci~C6)alkoxy, halogen, CO2H, CN, 0(C=0)Ci-C6 alkyl, 
oxo, NO2 and N(Rb)2; 

R8 and R9 are independently selected from: 





1) 


H, 


15 


2) 


(C=O)ObCi-Ci0 alkyl, 




3) 


(C=0)ObC3-C8 cycloalkyl, 




4) 


(C=0)Obaryl, 




5) 


(C=0)Obheterocyclyl, 




6) 


C1-C10 alkyl, 


20 


7) 


aryl, 




8) 


C2-C1O alkenyl, 




9) 


C2-C10 alkynyl, 




10) 


heterocyclyl, 




11) 


C3-C8 cycloalkyl, 


25 


12) 


S02R a , and 




13) 


(C=0)NRb 2 , 



said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally substituted with one, two or 
three substituents selected from R 7 , or 

30 R8 and R 9 can be taken together with the nitrogen to which they are attached to form a monocyclic or 

bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R 7 ; 
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R a is independently selected from: (Ci-Q))alkyl, (C3-C6)cycloalkyl, aryl> or heterocyclyl, optionally 
substituted with one, two or three substituents selected from R7; 

Rb is independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl, (C3-C6)cycloalkyl, (G=0)OCi- 
5 C6 alkyl, (00)Ci-C6 alkyl, (OO)aryl, (C=0)heterocyclyl, (C=0)NR e R e 'or S(0)2R a , optionally 
substituted with one, two or three substituents selected from R7; 

RCandRc ' are independently selected from: H, (Ci-C6)alkyl, aryl, NH2, OH, ORa, <Ci-C6)alkyl-OH, - 
(Ci-C6)alkyl-0-(Ci-C6)alkyl, (C=0)OCi-C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, 
10 (C=0)NReRe \ S(0)2R a and -(Ci-C6)alkyl-N(R b )2, wherein the alkyl is optionally substituted with one, 
two or three substituents selected from R7; or 

Rc and Rc' can be taken together with the nitrogen to which they are attached to form a monocyclic or 
bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
15 one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R7; 

Re and Re' are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3-C6)cycloalkyl, 
optionally substituted with one, two or three substituents selected from R7; or 
20 R e and R e ' can be taken together with the nitrogen to which they are attached to form a monocyclic or 

bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R7. 

25 4. The compound according to Claim 3 of the Formula IV: 
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or a pharmaceutically acceptable salt or stereoisomer thereof, 
wherein: 

5 

a is Oorl; 
bis Oorl; 
mis 0,1, or 2; 
r is 0 or 1; 
10 sis Oorl; 

Rl and R2 are independently selected from: H and (Ci-C6)alkyl, optionally substituted with one, two or 
three substituents selected from R?; 

15 R 4 is independently selected from: 

1) halo, 

2) OH, 

3) ObC l -Cg perfluoroalky 1, 

20 R7 is selected from: 

1) (00) r O s (Ci-Cio)alkyl, 

2) Or(Ci-C3)perfluoroalkyl, 

3) oxo, 

4) OH, 
25 5) halo, 
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LJN, 


1 ) 












10) 


(C=U) r O s (Co-C6)alkylene-aryl, 


1 i\ 


( k u=u; r UsC^0"^6) a iKyIene-heterocyclyl, 


12) 


(C^)iO s (Co-C6)alkylene-N(RD)2, 


13) 


C(0)R a , 


14) 


(Co-C6)alkylene-C02R a , 


15) 


C(0)H, 


16) 


(Co-C6)alkylene-C02H, and 


17) 


C(0)N(Rb) 2 , 


18) 


S(0) m Ra, and 


19) 


S(0) 2 N(Rb) 2 ; 



15 said alkyl, alkenyl, alkynyl, cycloalkyl, aryl, alkylene and heterocyclyl is optionally substituted with up 
to three substituents selected from Rb, OH, (Ci-C6)alkoxy, halogen, CO2H, CN, 0(C=0)Ci-C6 alkyl, 
oxo, NO2 and N(Rb)2; 



R8 and R9 are independently selected from: 



1) 


H, 


2) 


(C=O)ObCi-Ci0 alkyl, 


3) 


(C=0)ObC3-C8 cycloalkyl, 


4) 


(C=0)Obaiyl, 


5) 


(OO)Obheterocyclyl, 


6) 


C1-C10 alkyl, 


7) 


aryl, 


8) 


C2-C1O alkenyl, 


9) 


C2-C1O alkynyl, 


10) 


heterocyclyl, 


11) 


C3-C8 cycloalkyl, 


12) 


S02R a , and 


13) 


(C=0)NRb 2; 



said alkyl, cycloalkyl, aryl, heterocylyl, alkenyl, and alkynyl is optionally substituted with one, two or 
three substituents selected from R 7 , or 
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R8 and R9 can be taken together with the nitrogen to which they are attached to form a monocyclic or 
tricyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R 7 ; 

5 

R a is independently selected from: (Ci-C6)alkyl, (C3-C6)cycloalkyl, aryl, or heterocyclyl, optionally 
substituted with one, two or three substituents selected from R 7 ; 

Rb is independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl, (C3-C6)cycloalkyl, (C=0)OCi- 
10 C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, (C=0)NR e R e 'or S(0)2R a , optionally 
substituted with one, two or three substituents selected from R 7 ; 

RCand Rc ' are independently selected from: H, (Ci-C6)alkyl, aryl, NH2, OH, ORa, -(Ci-C6)alkyl-OH, - 
(Cl-C6)alkyl-0-(Ci-C6)alkyl, (C=0)OCi-C6 alkyl, (C=0)Ci-C6 alkyl, (C=0)aryl, (C=0)heterocyclyl, 
15 (C=0)NReRe \ S(0)2R a and -(Ci-C6)alkyl-N(R b )2, wherein the alkyl is optionally substituted with one, 
two or three substituents selected from R7; or 

Rc and Rc' can be taken together with the nitrogen to which they are attached to form a monocyclic or 
bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
20 one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R 7 ; 

Re and Re' are independently selected from: H, (Ci-C6)alkyl, aryl, heterocyclyl and (C3-C6)cycloalkyl, 
optionally substituted with one, two or three substituents selected from R 7 ; or 
25 Re and R e * can be taken together with the nitrogen to which they are attached to form a monocyclic or 

bicyclic heterocycle with 3-7 members in each ring and optionally containing, in addition to the nitrogen, 
one or two additional heteroatoms selected from N, O and S, said monocyclic or bicyclic heterocycle 
optionally substituted with one, two or three substituents selected from R 7 - 

30 5. The compound according to Claim 4 of the Formula V: 
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or a pharmaceutically acceptable salt or stereoisomer thereof, 
wherein: 

Rl and R2 are independently selected from: H and (Ci-C6)alkyl. 

6. The compound according to Claim 2 of the formula VI: 




R 2 vi 

or a pharmaceutically acceptable salt or stereoisomer thereof, 
wherein: 

Rl and R 2 are independently selected from: H and (Ci-C6)alkyl. 
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7. A compound selected from: 

(2S)-4-(2,5-Difluorophenyl^^^ 
phenyl-2,5Kiihydro-li?-pyrrole-l^arboxaimde 

5 

(2S)-4-(2,5-Difluorophenyl)-^^ 
phenyl-2,5-dihydro-lH-pyrrole-l-carboxamide 

(2S)-4-(2,5-Difluorophenyl)-i^ 
10 2-phenyl-2,5^ihydro-ljF/-pyrrole-l-carboxamide 

(2SM-(2,5-Difluorophenyl)-JV^ 
phenyl-2,5-dihydro-l/f-pyrrole-l-carboxamide 

15 (2S)-4-(2,5-Difluorophenyl)-^ 
dihydro- lif-pyrrole- 1 -carboxamide 

(2S)^2,5-Dffluorophenyl)-W-[(3^ 
dihydro- l//-pyrrole- 1 -carboxamide 

20 

(2S)-4-(2,5-Dffluorophenyl)-AH^ 
dihydro- l//-pyrrole- 1 -carboxamide 

(2S)-4-(2,5-Dffiuorophenyl)-AH(^ 
25 methyl-2-phenyl-2,5^ihydro-li?-pyrrole-l-carboxamide 

(25^^2,5-Dmuorophenyl)-W r -[(2S,4S)-2<fluoromethyl)-l-methyl^ 
methyl-2-phenyl-2,5-dihydro-lH-pyrrole-l-carboxamide 

30 (2S)^2,5-Dffluorophenyl)-JV-[(3^^ 

methyl-2-phenyl-2 9 5-dihydro-l//-pyrrole-l -carboxamide 

(25)^2,5-Difluorophenyl)-iV-[(35,4/?)-3-fluoropiperidin-4-yy 
2,5-dihydro- li/-pyrrole- 1 -carboxamide 

35 
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(2SM<2,5-Difluorophenyl)^^^ 
methyl-2-phenyl-2,5-dihydro-lif-pyrr^^ 

(2SMK2,5-Difluorophenyl^ 
5 2,5-4ihydro-lif-pyrrole-l-carboxarnide 

or a pharmaceutically acceptable salt thereof. 



8. A compound which is: 




(2SM-(2,5-Dffluorophenyl)^ 
phenyl-2,5^hydro-l/f-pyn:ole-l^arboxamide 

or a pharmaceutically acceptable salt thereof. 

15 

9. A compound which is: 



- 154- 



WO 2005/019206 



PCTAJS2004/026012 




(2S)-4-(2 > 5-Difluorophenyl)-N-[(3S,4R)-3-fluoro. 
phenyl-^S-dihydro-lH-pytrole-l-carboxaxmde 

5 or aphannaceuticaUy acceptable salt thereof. 

10. A compound which is: 



^thylpipe^^^ 




''-OH 



o 



N 
CH 3 



(2S)^2,5-Difluorophenyl)-N-[(3R,4S)-3-fluoro-l-mei 
10 phenyl-2,5-dihydro.lH-pyrrole-l-<arboxainide 

ip harmaceuticaUy acceptable salt thereof. 

11. A compound which is: 



thylpipendin-4^^ 



orai 
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Uyl-2-phenyl^^ 
5 oraphannaceuticaUyacceptablesaltthereof. 

12. A compound which is: 



.l-methyl P i P eridin-4- y l>2-(hydroxyxnethyl)-N- 




(2S)^2,5-Difluorc^henyl)-N-t(3K,4S)-3-fluoro-l 
10 dihydro-lH-pyrrole-l-carboxamide 



orap: 



lhaimace uticaUy acceptable salt thereof. 
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R-j R2 R3 R4 R5 



I > CH 2 OH Me F H 

^ N 



CH2 ° H Me F H 

N 



OMe CH 2 OH Me F H 





N 




N CH 2 OH Me F H 




N 

CH 2 OH Me F H 

OMe 



Me Me Me F H 



Me Me F H 



Me ^v^ OH Me F H 



- 159- 



WO 2005/019206 



PCT/US2004/026012 




- 160- 



WO 2005/019206 



PCT/US2004/026012 



Me 



Me 



Me 



Me 



Me 



H 



N 
H 




O 

<K 



H 



O 

x 

N OMe 
H 

O 

x 

*N NH 2 
H 2 



Me 



Me 



Me 



Me 



Me 



H 



H 



H 



H 



H 



Me 




Me 



H 
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Ri . R2 R3 R4 R5 

Me CH 2 OH F H 

Me CH 2 OH J± F H 

Me CH 2 OH F H 

Me CH 2 OH "^iT^l F H 

MG CH 2 OH F " 

Me CH 2 OH /^CN F H 

a m _ 

CH 2 OH F H 

Me CH 2 OH .A 

/ • H 
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R 1 R 2 R3 R 4 R 5 

Me CH 2 OH Me CI H 



Me CH 2 OH Me Br H 



Me CH 2 OH Me CN H 



Me CH 2 OH Me Me H 



Me CH 2 OH Me CF 3 H 



Me CH 2 OH Me NQ 2 H 



Me Me 
CH 2 OH 



OH 



Me CH 2 OH Me F NH 2 

Me CH 2 OH Me F F 

Me CH 2 OH Me F SH 
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R 3 



Me 



Me 



Me 



Me 



Me 



H 



N 
H 




O 

■A 

H 

O 

u 

N OMe 
H 

O 

X - 

N NH 2 
H 



Me 



Me 



Me 



Me 



Me 



H 



H 



H 



H 



H 



Me 




Me 



H 
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Rj R 2 R3 ^4 R5 

Me CH 2 OH A F H 

Me A F H 

CH 2 OH ^J-± 

Me CH 2 OH F H 

Me CH 2 OH ^iT^l F H 

Me CH 2 OH F H 

Me CH 2 OH -^CN F H 

Me CH 2 OH F H 

Me CH 2 OH p 
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Ri R 2 R3 R 4 R 5 

Me CH 2 OH Me CI H 



MS CH 2 OH Me Br H 



Me CH 2 0H Me CN H 



Me CH 2 OH Me Me H 



Me CH 2 OH Me CF 3 H 



Me CH 2 OH Me NQ 2 H 



Me Me 
CH 2 OH 



OH 



Me CH 2 OH Me F NH 2 

Me CH 2 OH Me F F 

Me CH2 ° H Me F SH 
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or a pharmaceutical^ acceptable salt or stereoisomer thereof. 

14. A pharmaceutical composition that is comprised of a compound in accordance 
with Claim 1 and a pharmaceutical^ acceptable carrier. 

15. A method of treating or preventing cancer in a mammal in need of such 
treatment that is comprised of administering to said mammal a therapeutically effective amount of a 
compound of Claim 1 . 

16. A method of treating cancer or preventing cancer in accordance with Claim 15 
wherein the cancer is selected from cancers of the brain, genitourinary tract, lymphatic system, stomach, 
larynx and lung. 

17. A method of treating or preventing cancer in accordance with Claim 15 wherein 
the cancer is selected from histiocytic lymphoma, lung adenocarcinoma, small cell lung cancers, 
pancreatic cancer, gioblastomas and breast carcinoma. 

18. A process for making a pharmaceutical composition which comprises combining 
a compound of Claim 1 with a pharmaceutically acceptable carrier. 





The composition of Claim 14 further comprising a second compound selected 


1) 


an estrogen receptor modulator, 


2) 


an androgen receptor modulator, 


3) 


a retinoid receptor modulator, 


4) 


a cytotoxic/cytostatic agent, 


5) 


an antiproliferative agent, 


6) 


a prenyl-protein transferase inhibitor, 


7) 


an HMG-CoA reductase inhibitor, 


8) 


an HTV protease inhibitor, 


9) 


a reverse transcriptase inhibitor, 



10) an angiogenesis inhibitor, and 

11) a PPAR^y agonist, 

12) a PPAR-8 agonists; 

13) an inhibitor of cell proliferation and survival signaling, 
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15) an apoptosis inducing agent. 

» rutm 18 therein the second compound is an angiogenesis 
20 . Thecon^nom^^^^ 

5 inhibitorselectedf^^ 
derivedgrowthfa^^^ 

growth factor, an MMP inhibitor, an integnn bl ~ k ^ ^ squalarnine , 6 -0<chloroacetyl- 

carhonyD-fuxnagiUol, malidomide, angiostatin, troponin 1, and 

10 to claim u further comprising a proteosome 

21 The composition accordmg to Clann^iui 

to Claim 14 further comprising a aurora kinase 

22. The composition according to Claim i* iui 

„ tn aaim u further comprising a Raf kinase 

23. The composition according to Claim i* 



inhibitor. 



15 inhibitor. 



inhibitor. 

20 



to Claim 14 further comprising a serine/threonine 

24. The composition according to Claim i* 

kinase inhibitor. 

to aaim H further comprising an inhibitor of 

25. The composition according to Claim 

another mitotic kinesin which is not KSP. 

25 ,. nf rlaim 20 wherein the second compound is an estrogen 

26 The composition of Claim zu, ™« 

^ BudoU-or selected torn — *i - — *■» 

ri««r cancer that comprises administering a 
2 , A-thodoftreatingorp— ^.oTwith a compound selected 

therapeutically effective amount of a compound of Claim m 
1) an estrogen receptor modulator, 



from: 

35 

-174 



WO 2005/019206 



PCTYUS2004/026012 





an androgen recentor modulator. 




a retinoid recentor modulator 

Cl lwUllvlU A Vs^sS-t^J I.VJA 111WL1U1.U.LVJ1 ^ 


4i 


a cvtotoxic/cvtostatic apent 


J) 


oil OJllipilJlllGiaiJL VC dgCllL, 


°) 


d. jjrcixyi -jJiULCiii LXaXioicicioC miiiuiim , 


f) 


dm JLXlVIvjr-v^U/A ICUU.Uld.oC 11X1X1 Ul LKJL , 




an ruL v proieabe uiniDiuji, 




a reverse iiauscnpiase iimiDiiur, 


iu; 


all allglUgCllCalb 111111 U11U1, 


1 ^ 


X x /AJx _ y dgUlllolb, 


LZ) 


"PPA'P-R a arm i etc 




an JnhiHi tor o"f inhpff^nt miiltidniP' resistance 


14) 


an anti-enietic agent, 


15) 


an agent useful in the treatment of anemia, 


16) 


an agent usefiil in the treatment of neutropenia, 


17) 


an immunologic-enhancing drug, 


18) 


an inhibitor of cell proliferation and survival signaling, 


19) 


an agent that interfers with a cell cycle checkpoint, and 


20) 


an apoptosis inducing agent. 



20 

29. A method of treating cancer that comprises administering a therapeutically 
effective amount of a compound of Claim 1 in combination with radiation therapy and a compound 
selected from: 





1) 


an estrogen receptor modulator, 


25 


2) 


an androgen receptor modulator, 




3) 


a retinoid receptor modulator, 




4) 


a cytotoxic/cytostatic agent, 




5) 


an antiproliferative agent, 




6) 


a prenyl-protein transferase inhibitor, 


30 


7) 


an HMG-CoA reductase inhibitor, 




8) 


an HIV protease inhibitor, 




9) 


a reverse transcriptase iiihibitor, 




10) 


an angiogenesis inhibitor, 




11) 


PPAR-y agonists, 


35 


12) 


PPAR-5 agonists, 
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13) an inhibitor of inherent multidrug resistance, 

14) an anti-emetic agent, 

15) an agent useful in the treatment of anemia, 

16) an agent useful in the treatment of neutropenia, 
5 17) an immunologic-enhancing drug, 

18) an inhibitor of cell proliferation and survival signaling, 

19) an agent that interfers with a cell cycle checkpoint, and 

20) an apoptosis inducing agent. 

10 30. A method of treating or preventing cancer which comprises administering a 

therapeutically effective amount of a compound of Claim 1 and paclitaxel or trastuzumab. 



31. A method of treating or preventing cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 and a GPHb/IIIa antagonist 

15 

32. The method of Claim 3 1 wherein the GPHb/IIIa antagonist is tirofiban. 

33. A method of treating or preventing cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with a COX-2 inhibitor. 

20 

34. A method of treating or preventing cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with a proteosome inhibitor. 



35. A method of treating or preventing cancer which comprises administering a 
25 therapeutically effective amount of a compound of Claim 1 in combination with an aurora kinase 
inhibitor. 



36. A method of treating or preventing cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with a Raf kinase inhibitor. 

30 

37. A method of treating or preventing cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with a serine/threonine kinase 
inhibitor. 
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38. A method of treating or preventing cancer which comprises administering a 
therapeutically effective amount of a compound of Claim 1 in combination with an inhibitor of a mitotic 
kinesin that is not KSP. 

5 39. A method of modulating mitotic spindle formation which comprises 

administering a therapeutically effective amount of a compound of Claim 1. 

40. A method of inhibiting the mitotic kinesin KSP which comprises administering a 
therapeutically effective amount of a compound of Claim 1. 
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